Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: sssptal653hxp 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 



* * 


* * 


* * 


★ * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS 11 for self-help around the clock 


NEWS 


3 


SEP 


09 


CA/CAplus records now contain indexing from 1907 to the 










present 


NEWS 


4 


AUG 


05 


New pricing for EUROPATFULL and PCTFULL effective 










August 1, 2003 


NEWS 


5 


AUG 


13 


Field Availability (/FA) field enhanced in BEILSTEIN 


NEWS 


6 


AUG 


18 


Data available for download as a PDF in RDISCLOSURE 


NEWS 


7 


AUG 


18 


Simultaneous left and right truncation added to PASCAL 


NEWS 


8 


AUG 


18 


FROSTI and KOSMET enhanced with Simultaneous Left and Righ 










Truncation 


NEWS 


9 


AUG 


18 


Simultaneous left and right truncation added to ANABSTR 


NEWS 


10 


SEP 


22 


DIPPR file reloaded 


NEWS 


11 


DEC 


08 


INPADOC: Legal Status data reloaded 


NEWS 


12 


SEP 


29 


DISSABS now available on STN 


NEWS 


13 


OCT 


10 


PCTFULL: Two new display fields added 


NEWS 


14 


OCT 


21 


BIOSIS file reloaded and enhanced 


NEWS 


15 


OCT 


28 


BIOSIS file segment of TOXCENTER reloaded and enhanced 


NEWS 


16 


NOV 


24 


MSDS-CCOHS file reloaded 


NEWS 


17 


DEC 


08 


CABA reloaded with left truncation 


NEWS 


18 


DEC 


08 


IMS file names changed 


NEWS 


19 


DEC 


09 


Experimental property data collected by CAS now available 










in REGISTRY 


NEWS 


20 


DEC 


09 


STN Entry Date available for display in REGISTRY and CA/CAplus 


NEWS 


21 


DEC 


17 


DGENE : Two new display fields added 


NEWS 


22 


DEC 


18 


BIOTECHNO no longer updated 


NEWS 


23 


DEC 


19 


CROPU no longer updated; subscriber discount no longer 










available 


NEWS 


24 


DEC 


22 


Additional INPI reactions and pre -1907 documents added to CAS 










databases 


NEWS 


25 


DEC 


22 


IFIPAT/IFIUDB/IFICDB reloaded with new data and search fields 


NEWS 


26 


DEC 


22 


ABI - INFORM now available on STN 



NEWS EXPRESS DECEMBER 28 CURRENT WINDOWS VERSION IS V7.00, CURRENT 
MACINTOSH VERSION IS V6 . 0b (ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED J 2 3 SEPTEMBER 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 



of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* stn Columbus *************** 
FILE ' HOME 1 ENTERED AT 15:59:39 ON 30 DEC 2003 

=> file medline, uspatful, dgene, embase, wpids, fsta, jicst 
COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 0.21 

FILE ' MEDLINE ' ENTERED AT 16:00:05 ON 30 DEC 2003 

FILE ' USPATFULL ' ENTERED AT 16:00:05 ON 30 DEC 2003 
CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'DGENE' ENTERED AT 16:00:05 ON 30 DEC 2003 
COPYRIGHT (C) 2 0 03 THOMSON DERWENT 

FILE 'EMBASE' ENTERED AT 16:00:05 ON 30 DEC 2003 
COPYRIGHT (C) 2 003 Elsevier Inc. All rights reserved. 

FILE 'WPIDS' ENTERED AT 16:00:05 ON 30 DEC 2003 
COPYRIGHT (C) 2 003 THOMSON DERWENT 

FILE 'FSTA' ENTERED AT 16:00:05 ON 30 DEC 2003 
COPYRIGHT (C) 2003 International Food Information Service 

FILE ' JICST-EPLUS ' ENTERED AT 16:00:05 ON 30 DEC 2003 
COPYRIGHT (C) 2003 Japan Science and Technology Agency (JST) 

=> s pH-sensitive liposome 
LI 76 PH-SENSITIVE LIPOSOME 

=> s hepatistis B virus 
L2 0 HEPATISTIS B VIRUS 



TOTAL 
SESSION 
0.21 



= > s x-protem 

L3 4979 X-PROTEIN 

=> s hepatitis B virus 

L4 8 9876 HEPATITIS B VIRUS 

=> s 14 and 13 

L5 1118 L4 AND L3 

=> s 15 and 11 

L6 3 L5 AND LI 

=> d 16 ti abs ibib tot 



L6 ANSWER 1 OF 3 USPATFULL on STN 

TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 
AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 

hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 

X protein of HBV which induce cycotoxic T lymphocytes 

against the virus or immunological tolerance to the virus, and 

pH- sensitive liposomes comprising said peptide groups to induce cellular 

immunity so that CTLs specific to the virus can be produced. Since 

peptide antigens derived from X protein such as X3 , 



X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the said liposomes 
can be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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L6 ANSWER 2 OF 3 USPATFULL on STN 

TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 
AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 

hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 

X protein of HBV which induce cytotoxic T lymphocytes 

against the virus or immunological tolerance to the virus, and 

pH-sensitive liposomes comprising said peptide groups to induce cellular 

immunity so that CTLs specific to the virus can be produced. Since 

peptide antigens derived from X protein such as X3 , 

X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the liposomes can 
be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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TITLE: Liposomes comprising peptide antigens derived from 
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B virus 
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L6 ANSWER 3 OF 3 WPIDS COPYRIGHT 2 003 THOMSON DERWENT on STN 
TI Hepatitis B virus protein X-derived peptide 

antigens used to stimulate cytotoxic T lymphocytes, useful for treatment 

of HBV-associated diseases, especially liver cancer. 
AN 1999-444387 [37] WPIDS 
AB WO 9936434 A UPAB : 20011203 

NOVELTY - Peptide antigens (I to V) derived from X 

protein of hepatitis B virus (HBV) 

recognized by cytotoxic T lymphocytes (CTL) are new. 

DETAILED DESCRIPTION - Peptide antigens (I to V) derived from 
X protein of HBV recognized by CTL to show cytotoxicity 
against HBV have the following sequences: 

HLSLRGLFV (I); 

VHLKRTLGL (II) ; 

AMSTTDLEA (III) ; 
CLFKDWEEL (IV) ; 

EIRLKVFVL (V) . 

An INDEPENDENT CLAIM is also included for a pH- 
sensitive liposome comprising peptide antigens, which is 

prepared by mixing phospholipid and one or more peptides derived from HBV 
X protein as above in a molar ratio of 5:1 to 25:1. 

ACTIVITY - Cytotoxic; Immunoprotective ; Cytostatic; Antiviral. 

MECHANISM OF ACTION - Hepatitis B Viral Antigens. 

USE - The peptide antigens derived from HBV X 
protein are useful for inducing CTLs against the virus or inducing 
immunological tolerance to the virus. pH-sensitive liposomes containing 
the peptide antigens are used to induce cellular immunity so that CTLs 
specific to the virus can be produced. This is useful for prevention and 
treatment of HBV-associated diseases, especially HBV-associated liver 
cancer. 

ADVANTAGE - pH-sensitive liposomes permit the selective 
transportation of anti-cancer drugs. 
Dwg.0/3 
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FILE ' MEDLINE , US PAT FULL, DGENE , EMBASE , WPIDS, FSTA, JICST-EPLUS' 

ENTERED AT 16:00:05 ON 30 DEC 2003 
LI 76 S PH-SENSITIVE LIPOSOME 

L2 0 S HEPATISTIS B VIRUS 



L3 4979 S X-PROTEIN 

L4 8 98 76 S HEPATITIS B VIRUS 

L5 1118 S L4 AND L3 

L6 3 S L5 AND LI 

=> sCHOH 

SCHOH IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
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=> s CHOH 

L7 10 893 CHOH 

=> s POPE 

L8 2297 POPE 

=> s 17 and 18 

L9 11 L7 AND L8 

=> d 19 ti abs ibib tot 

L9 ANSWER 1 OF 11 MEDLINE on STN 

TI Immunogenicity of synthetic HIV-1 V3 loop peptides by MPL adjuvanted 
pH-sensitive liposomes. 

AB A successful HIV-1 vaccine should be capable of generating humoral and 

cellular immune responses at the same time. The only response shown' to be 
effective in this regard is virus -neutralization antibodies and 
virus-specific cytotoxic T- lymphocytes (CTL) directed against the viral 
antigens. In the present study, it is shown that V3 peptides encapsulated 
pH-sensitive liposomes elicit the virus neutralization antibodies and 
virus specific CTL response at the same time in Balb/c mice. None of the 
immunization protocols elicited an antibody response and CTL response when 
R15K and T2 6K was used as immunogen without liposomes. In contrast, 
antibodies and CTL response were detectable in the mice which were 
immunized with peptide encapsulated pH-sensitive liposomes. Antibody 
production was confirmed by virus neutralizing assay. CD4 + T-cells are 
involved in target cell lysis to some degree but CTL activity is mainly 
due to the CD 8 + T-cells. The consistency of the antibody and CTL 
response was related to the V3 loop peptides size. The T26K (26mer) 
peptide induced a stronger antibody and CTL response than R15K (15mer) in 
vivo. Based on the results of this study, T2 6K was used as a potentially 
effective HIV-1 vaccine component and T26K encapsulated pH-sensitive 
liposomes composed of phosphatidylethanolamine-beta-oleoyl -gamma-palmitoyl 
(POPE) /cholesterol hemisuccinate (CHOH) /monophosphoryl 
lipid A (MPL) (7:3:0.1, mole ratio) may be used as a potentially 
immunomodulating adjuvant system for the development of HIV and other 
viral vaccines. 

ACCESSION NUMBER: 1999210166 MEDLINE 

DOCUMENT NUMBER: 99210166 PubMed ID: 10195791 

TITLE: Immunogenicity of synthetic HIV-1 V3 loop peptides by MPL 
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CORPORATE SOURCE: Drug Delivery Research Laboratory, Mogam Biotechnology 

Research Institute, Yongin city, Kyonggi-do, South Korea. 
SOURCE: VACCINE, (1999 Mar 17) 17 (11-12) 1540-8. 

Journal code: 8406899. ISSN: 0264-410X. 
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L9 ANSWER 2 OF 11 US PAT FULL on STN 
TI Lipid derivatives of polythiourea 

AB The present invention relates to novel compounds which make it possible 

to transfer nucleic acids into cells. These novel compounds are lipid 
derivatives of polythiourea. They are useful for the in vitro, ex vivo 
s or in vivo transfection of nucleic acids into various cell types. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 3 OF 11 USPATFULL on STN 

Liposomes comprising peptide antigens derived from X protein of 
hepatitis B virus 

The present invention relates to liposomes comprising novel peptide 
antigens which play a role in regulating human immunity against 
hepatitis B virus, more specifically, to peptide groups corresponding to 
epitopes of antigens derived from X protein of HBV which induce 
cycotoxic T lymphocytes against the virus or immunological tolerance to 
the virus, and pH-sensitive liposomes comprising said peptide groups to 
induce cellular immunity so that CTLs specific to the virus can be 
produced. Since peptide antigens derived from X protein such as X3 , X4 , 
X5, X6 and X7 activate CTL which can recognize HBV antigens present in 
human body, and can also be recognized by the CTL, the said liposomes 
can be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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L9 ANSWER 4 OF 11 USPATFULL on STN 

TI Liposomes comprising peptide antigens derived from X protein of 

hepatitis B virus 

AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 
hepatitis B virus, more specifically, to peptide groups corresponding to 
epitopes of antigens derived from X protein of HBV which induce 
cytotoxic T lymphocytes against the virus or immunological tolerance to 
the virus, and pH-sensitive liposomes comprising said peptide groups to 
induce cellular immunity so that CTLs specific to the virus can be 
produced. Since peptide antigens derived from X protein such as X3 , X4, 
X5, X6 and X7 activate CTL which can recognize HBV antigens present in 
human body, and can also be recognized by the CTL, the liposomes can be 
used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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L9 ANSWER 5 OF 11 USPATFULL on STN 

TI Multinuclear complexes for X-ray imaging 

AB An x-ray contrast medium containing a multinuclear complex of the 

formula (M.sub.6 (.mu..sub.3 B).sub.8 A. sub . v) . sub . x L.sub.w, wherein M 
is Mo, W, Re Tc, V, Nb, Ta, Ru, or Fe; .mu..sub.3 B represent a 
tridentate bridging atom; A is a non-bridging atom; Lisa ligand 
coordinately bonded to at least one M atom; x is a positive integer; and 
v and w are independently zero or positive integers. 
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ANSWER 6 OF 11 USPATFULL on STN 

Methods of treating neurological diseases and etiologically related 
symptomology using carbonyl trapping agents in combination with 
previously known medicaments 

Therapeutic compositions comprising an effective amount of at least one 
carbonyl trapping agent alone or in combination with a therapeutically 
effective of a co-agent or medicament are disclosed. The compositions 
are used to treat a mammal suffering from a neurological disease 
characterized by covalent bond crosslinking between the nerve cells, 
other cellular structures and their intracellular and extracellular 
components, with disease induced carbonyl -containing aliphatic or 
aromatic hydrocarbons present in mammals. 
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TI Multinuclear complexes for x-ray imaging 

AB An imaging contrast medium comprising a physiologically tolerable 

multinuclear complex (as defined in claim 1) is disclosed. The 
multinuclear complex contains at least two, but preferably three or more 
contrast enhancing atoms. For X-ray or ultrasound imaging techniques 
heavy metal atoms are used to enhance contrast, whereas in Magnetic 
Resonance Imaging paramagnetic metal atoms are contrast enhancing. 
Molybdenum and tungsten are preferred contrast enhancing atoms . The 
medium may also be used therapeutically. 
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TI Carbonylation reaction catalysts 

AB A process and novel catalyst for the carbonylation of one or more of 

alcohols, ethers and ether alcohols to esters and, optionally, to 
carboxylic acids. The reaction is effected in the vapor state over a 
solid catalyst comprising a polyoxometalate anion in which the metal is 
at least one taken from Group V and VI of the Periodic Chart of the 
Elements complexed with a cation from a member of Group VIIIA of the 
Periodic Chart of the Elements. Preferably, the catalyst is deposited on 
a support that is inert to the reaction. The preferred support is 
silica. 
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TI Carbonylation reaction and catalyst therefor 

AB A process and novel catalyst for the carbonylation of one or more of 

alcohols, ethers and ether alcohols to esters and, optionally, to 
carboxylic acids. The reaction is effected in the vapor state over a 
solid catalyst comprising a polyoxometalate anion in which the metal is 
at least one taken from Group V and VI of the Periodic Chart of the 
Elements complexed with a cation from a member of Group VIIIA of the 
Periodic Chart of the Elements. Preferably, the catalyst is deposited on 
a support that is inert to the reaction. The preferred support is 
silica . 
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TI N-cyanoimides 

AB Polyfunctional N-cyanoimides and their precursors and derivatives are 

disclosed along with methods for their preparation and interconversion . 
Also disclosed are curable compositions comprising the N-cyanoimides or 
poly (amide -cyanoamides) and reactive diluents as well as novel 
dianhydrides, polyimides, and poly (amide -cyanoamides ) and methods for 
making them. 
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TI Immunogenics ty of synthetic HIV-1 V3 loop peptides by MPL adjuvanted pH- 
sensitive liposomes. 

AB A successful HIV-1 vaccine should be capable of generating humoral and 

cellular immune responses at the same time. The only response shown to be 
effective in this regard is virus-neutralization antibodies and virus- 
specific cytotoxic T-lymphocytes (CTL) directed against the viral 
antigens. In the present study, it is shown that V3 peptides encapsulated 
pH-sensitive liposomes elicit the virus neutralization antibodies and 



virus specific CTL response at the same time in Balb/c mice. None of the 
immunization protocols elicited an antibody response and CTL response when 
R15K and T26K was used as immunogen without liposomes. In contrast, 
antibodies and CTL response were detectable in the mice which were 
immunized with peptide encapsulated pH- sensitive liposomes. Antibody 
production was confirmed by virus neutralizing assay. CD4+ T-cells are 
involved in target cell lysis to some degree but CTL activity is mainly 
due to the CD 8 + T-cells. The consistency of the antibody and CTL response 
was related to the V3 loop peptides size. The T26K (26mer) peptide induced 
a stronger antibody and CTL response than RISK (15mer) in vivo. Based on 
the results of this study, T26K was used as a potentially effective HIV-1 
vaccine component and T26K encapsulated pH-sensitive liposomes composed of 
phosphatidylethanolamine- .beta. -oleoyl- .gamma. -palmitoyl (POPE 
) /cholesterol hemisuccinate (CHOH) /monophosphoryl lipid A (MPL) 
(7:3:0.1, mole ratio) may be used as a potentially immunomodulat ing 
adjuvant system for the development of HIV and other viral vaccines. 
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TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 

AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 



hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 

X protein of HBV which induce cycotoxic T lymphocytes 

against the virus or immunological tolerance to the virus, and 

pH-sensitive liposomes comprising said peptide groups to induce cellular 

immunity so that CTLs specific to the virus can be produced. Since 

peptide antigens derived from X protein such as X3 , 

X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the said liposomes 
can be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 
AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 

hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 

X protein of HBV which induce cytotoxic T lymphocytes 

against the virus or immunological tolerance to the virus, and 

pH-sensitive liposomes comprising said peptide groups to induce cellular 

immunity so that CTLs specific to the virus can be produced. Since 

peptide antigens derived from X protein such as X3 , 

X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the liposomes can 
be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 
AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 

hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 
X protein of HBV which induce cycotoxic T lymphocytes 



against the virus or immunological tolerance to the virus, and 
pH-sensitive liposomes comprising said peptide groups to induce cellular 
immunity so that CTLs specific to the virus can be produced. Since 
peptide antigens derived from X protein such as X3 , 

X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the said liposomes 
can be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 
AB The present invention relates to liposomes comprising novel peptide 

antigens which play a role in regulating human immunity against 

hepatitis B virus, more specifically, to 

peptide groups corresponding to epitopes of antigens derived from 

X protein of HBV which induce cytotoxic T lymphocytes 

against the virus or immunological tolerance to the virus, and 

pH-sensitive liposomes comprising said peptide groups to induce cellular 

immunity so that CTLs specific to the virus can be produced. Since 

peptide antigens derived from X protein such as X3, 

X4, X5, X6 and X7 activate CTL which can recognize HBV antigens present 
in human body, and can also be recognized by the CTL, the liposomes can 
be used for the development of proposed therapeutic agents for the 
prevention and treatment of HBV-associated diseases. 
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TI Liposomes comprising peptide antigens derived from X 

protein of hepatitis B virus 

AB The present invention relates to liposomes comprising novel 

peptide antigens which play a role in regulating human immunity 
against hepatitis B virus, more specifically, to peptide 
groups corresponding to epitopes of antigens derived from X 
protein of HBV which induce cycotoxic T lymphocytes against the 
virus or immunological tolerance to the virus, and pH-sensitive 
liposomes comprising said peptide groups to induce cellular 
immunity so that CTLs specific to the virus can be produced. Since 
peptide antigens derived from X protein such 

as X3, X4, X5, X6 and X7 activate CTL which can recognize HBV antigens 
present in human body, and can also be recognized by the CTL , the said 
liposomes can be used for the development of proposed therapeutic agents 
for the prevention and treatment of HBV-associated diseases. 
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Liposomes comprising peptide antigens derived from X 
protein of hepatitis B virus 

The present invention relates to liposomes comprising novel 
peptide antigens which play a role in regulating human immunity 
against hepatitis B virus, more specifically, to peptide 
groups corresponding to epitopes of antigens derived from X 
protein of HBV which induce cytotoxic T lymphocytes against the 
virus or immunological tolerance to the virus, and pH-sensitive 
liposomes comprising said peptide groups to induce cellular 
immunity so that CTLs specific to the virus can be produced. Since 
peptide antigens derived from X protein such 



as X3, X4, X5, X6 and X7 activate CTL which can recognize HBV antigens 
present in human body, and can also be recognized by the CTL, the 
liposomes can be used for the development of proposed therapeutic agents 
for the prevention and treatment of HBV-associated diseases. 
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L17 ANSWER 3 OF 3 WPIDS COPYRIGHT 2003 THOMSON DERWENT on STN 
TI Hepatitis B virus protein X-derived peptide antigens used to 

stimulate cytotoxic T lymphocytes, useful for treatment of HBV-associated 
diseases, especially liver cancer. 
AN 1999-444387 [37] WPIDS 
AB WO 9936434 A UPAB : 20011203 

NOVELTY - Peptide antigens (I to V) derived from X 

protein of. hepatitis B virus (HBV) recognized by cytotoxic T 

lymphocytes (CTL) are new. 

DETAILED DESCRIPTION - Peptide antigens (I to V) derived 
from X protein of HBV recognized by CTL to show 
cytotoxicity against HBV have the following sequences: 
HLSLRGLFV (I) ; 

VHLKRTLGL (II); 
AMSTTDLEA (III) ; 
CLFKDWEEL (IV); 

EIRLKVFVL (V) . 

An INDEPENDENT CLAIM is also included for a pH- 
sensitive liposome comprising peptide 

antigens, which is prepared by mixing phospholipid and one or more 
peptides derived from HBV X protein as above in a 
molar ratio of 5:1 to 25:1. 

ACTIVITY - Cytotoxic; Immunoprotective ; Cytostatic; Antiviral. 



MECHANISM OF ACTION - Hepatitis B Viral Antigens. 

USE - The peptide antigens derived from HBV X 
protein are useful for inducing CTLs against the virus or inducing 
immunological tolerance to the virus. pH-sensitive liposomes containing 
the peptide antigens are . used to induce cellular immunity so 
that CTLs specific to the virus can be produced. This is useful for 
prevention and treatment of HBV-associated diseases, especially 
HBV-associated liver cancer. 

ADVANTAGE -. pH- sensitive liposomes permit the selective 
transportation of anti -cancer drugs. 
Dwg. 0/3 

1999-444387 [37] WPIDS 
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Hepatitis B virus protein X-derived peptide 
antigens used to stimulate cytotoxic T lymphocytes, 
useful for treatment of HBV-associated diseases, 
especially liver cancer. 
B04 BOB D16 
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ANSWER 1 OF 26 MEDLINE on STN 

Pharmaco attributes of dioleoylphosphatidylethanolamine/cholesterylhemisuc 
cinate liposomes containing different types of cleavable lipopolymers . 
Various amounts of one of three different types of cleavable methoxy 
polyethylene glycol (mPEG) -phospholipids or of a non-cleavable counterpart 
(mPEG-DSPE) were included into pH-sensitive 

liposome formulations containing dioleoylphosphatidylethanolamine 
(DOPE) and cholesterylhemisuccinate ( CHEMS ) at a 6 : 4 molar ratio, and the 
effect on plasma clearance and contents release rates was determined. The 
cleavable lipopolymers were all based on a distearoylphosphatidyl lipid 
anchor, which was linked to mPEG via dithiodipropionateaminoethanol 
(mPEG-DTP-DSPE) , dithio- 3 -hexanol (mPEG-DTH-DSPA) , or Gly-Phe-Leu-Gly- 
aminoethanol (mPEG-GFLG-DSPE) linkers. In contrast to the 
first-generation thiolytically cleavable lipopolymer, mPEG-DTP-DSPE , the 
second generation conjugates contained a hindered disulfide or 
enzymatically cleavable tetrapeptide , respectively, as the points of 
scission. In the absence of mPEG- lipid, DOPE/CHEMS liposomes had rapid 
clearance half -lives. As the mol% of mPEG-lipid in the liposomes 
increased, the rate of clearance of DOPE/CHEMS liposomes in mice 
decreased. Zeta-potential measurements showed that decreased clearance 
was correlated with a decrease in the apparent surface charge of the 
liposomes, which approached neutrality as the content of mPEG-lipids 
increased to above l5mol%. At these levels, liposomes containing 
mPEG-DTP-DSPE were cleared from blood circulation faster than liposomes 
containing other, less vulnerable lipopolymers. Liposomes with the 
peptide- linked lipopolymer exhibited the slowest clearance. The 
presence of either cleavable or non-cleavable mPEG- lipids at 
concentrations of 5mol% or higher in the DOPE/CHEMS liposomes inhibited 
the release of doxorubicin from these liposomes in response to acid pH. 
2 003 5 7132 5 IN- PROCESS 

PubMed ID: 14643699 

Pharmaco attributes of dioleoylphosphatidylethanolamine/cho 
lesterylhemisuccinate liposomes containing different types 
of cleavable lipopolymers. 
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Department of Pharmacology, University of Alberta, AB, T6G 
2H7, Edmonton, Canada. 
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ANSWER 2 OF 2 6 MEDLINE on STN 

Investigation of antigen delivery route in vivo and imune-boosting effects 
mediated by pH-sensitive liposomes encapsulated with K (b) -restricted CTL 
epitope. 

Using fluorescein isothiocyanate (FITC) -conjugated H-2K(b) CTL epitope 
(SIINFEKL) as a model system, we investigated the antigen delivery route 



by pH-sensitive liposomes in vivo. Fluorescence was initially detected in 

lymph nodes at 3 h after immunization, and its intensity reached a peak 

value in superticial inguinal lymph node at 9 h. No trace could be 

detected in spleen even with prolonged monitoring for up to 24 h. These 

results strongly suggest that the presentation of CTL-peptide 

antigen vehicled by pH-sensitive liposomes exclusively occurs in lymph 

nodes. In mice immunized with the H-2K(b) CTL epitope encapsulated 

pH-sensitive liposomes, peptide-specif ic CTL response was 

detected at day 3 . The response was strongly augmented by the second 

immunization and persisted up to at least 45 days. These results suggest . 

that pH- sensitive liposome formula functions 

as a potential adjuvant of peptide antigens and is useful for 
the induction of antigen specific CTLsv in vivo. 
2002189889 MEDLINE 
21920352 PubMed ID: 11922620 

Investigation of antigen delivery route in vivo and 
Imune -boosting effects mediated by pH-sensitive liposomes 
encapsulated with K (b) -restricted CTL epitope. 
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L16 ANSWER 3 OF 2 6 US PAT FULL on STN 

TI Liposome composition for improved intracellular delivery of a 

therapeutic agent 

AB A liposomal composition and a method of using the same for achieving 

intracellular delivery of a liposome -entrapped agent is described. The 
liposomes are composed of a pH sensitive lipid and include a targeting 
ligand to direct the liposomes to a target cell. The liposomes also 
include a stabilizing component, such a polymer-derivatized lipid, where 
the polymer is attached to the lipid by a releasable linkage. 
Administration of the liposomes results in cellular internalization and 
destabilization of the liposome for intracellular delivery of the 
entrapped agent. 
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ANSWER 4 OF 2 6 US PAT FULL on STN 

Liposomes comprising peptide antigens derived from X protein 
of hepatitis B virus 

The present invention relates to liposomes comprising novel 
peptide antigens which play a role in regulating human immunity 
against hepatitis B virus, more specifically, to peptide 
groups corresponding to epitopes of antigens derived from X protein of 
HBV which induce cycotoxic T lymphocytes against the virus or 
immunological tolerance to the virus, and pH-sensitive liposomes 
comprising said peptide groups to induce cellular immunity so 
that CTLs specific to the virus can be produced. Since peptide 
antigens derived from X protein such as X3 , X4 , X5 , X6 and X7 activate 
CTL which can recognize HBV antigens present in human body, and can also 
be recognized by the CTL, the said liposomes can be used for the 
development of proposed therapeutic agents for the prevention and 
treatment of HBV-associated diseases. 
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ANSWER 5 OF 2 6 USPATFULL on STN 

Liposomes comprising peptide antigens derived from X protein 
of hepatitis B virus 

The present invention relates to liposomes comprising novel 

peptide antigens which play a role in regulating human immunity 

against hepatitis B virus, more specifically, to peptide 

groups corresponding to epitopes of antigens derived from X protein of 

HBV which induce cytotoxic T lymphocytes against the virus or 



immunological tolerance to the virus, and pH-sensitive liposomes 
comprising said peptide groups to induce cellular immunity so 
that CTLs specific to the virus can be produced. Since peptide 
antigens derived from X protein such as X3 , X4 , X5, X6 and X7 activate 
CTL which can recognize HBV antigens present in human body, and can also 
be recognized by the CTL, the liposomes can be used for the development 
of proposed therapeutic agents for the prevention and treatment of 
HBV-associated diseases. 
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TI Phage with nuclear localization signal 

AB A .lambda, phage with a nuclear localization signal has been obtained by 

constructing a vector capable of expressing a fused protein between a 
gpD protein constituting the head of a. .lambda, phage and a nuclear 
localization signal sequence, transforming Escherichia coli with .this 
vector, and propagating a mutant .lambda, phage which cannot express the 
gpD protein in E. coli in this transf ormant . It has been confirmed that 
the resulting .lambda, phage is capable of packaging .lambda, phage DNAs 
of 80% and 100% genome sizes. After further confirming that the nuclear 
localization signal exposed on the outside of the head of this phage, 
this phage has been microinj ected into cells to analyze its nuclear 
localization activity. Thus, it has been clarified that this phage has a 
nuclear localization activity. 
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TI Induction of cytotoxic T- lymphocyte . responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 
animal. The method includes the steps of providing the antigen to which 
the CTL response is desired and providing a microf luidized antigen 
formulation which comprises, consists, or consists essentially of two or 
more of a stabilizing detergent, a micelle-forming agent, and an oil. 
This antigen formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 
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TI Sandramycin analogs 

AB Analogs of sandramycin (1) are synthesized and shown to have cytoxicity 

against various tumor cell types. The relative cytotoxic properties of 
the sandramycin analogs are approximately parallel tp their relative DNA 
binding affinities. An exception to this generalization is compound (4) 
which completely the sandramycin chromophore phenol. Although typically 
4-10. times, less potent than sandramycin against leukemia cell lines, 
compound (4) proved to be 1-10 , 000 . times . more potent against melanomas, 
carcinomas, and adenocarcinomas exhibiting IC.sub.50 values of 1 pM-10 
nM. This activity places compound (4) amongst the most potent agents 
identified to date. 
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TI Phage with nuclear localization signal 

AB , A .lambda, phage with a nuclear localization signal has been obtained by 
constructing a vector capable of expressing a fused protein between a 
gpD protein constituting the head of a .lambda, phage and a nuclear 
localization signal sequence, transforming Escherichia coli with this 
vector, and propagating a mutant .lambda, phage which cannot express the 
gpD protein in E. coli in this transf ormant . It has been confirmed that 
the resulting .lambda, phage is capable of packaging .lambda, phage DNAs 
of 80% and 100% genome sizes. After further confirming that the nuclear 
localization signal exposed on the outside of the head of this phage, 
this phage has been microinj ected into cells to analyze its nuclear 
localization activity. Thus, it has been clarified that this phage has a 
nuclear localization activity. 
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TI Induction of cytotoxic T- lymphocyte responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 
animal. The method includes the steps of providing the antigen to which 
the CTL response is desired and providing an antigen formulation which 
comprises, consists, or consists essentially of two or more of a 
stabilizing detergent, a micelle-forming agent, and an oil. This antigen 
formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



2001:125555 US PAT FULL 

Induction of cytotoxic T- lymphocyte responses 
Raychaudhuri , Syamal, San Diego, CA, United States 
Rastetter, William H. , Rancho Santa Fe, CA, United 
States 

IDEC Pharmaceuticals Corporation, San Diego, CA, United 
States (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 



US 6270769 Bl 20010807 

US 1995-449728 19950524 (8) 

Continuation of Ser. No. US 1992-919787, filed on 24 

Jul 1992, now patented, Pat. No. US 5585103 

Continuation-in-part of Ser. No. US 1991-735069, filed 

on 25 Jul 1991, now abandoned 

Utility 

GRANTED 

Woodward, Michael P. 
Zeman, Mary K 

Burns, Doane, Swecker & Mathis 



NUMBER OF CLAIMS: 35 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 17 Drawing Figure (s); 12 Drawing Page(s) 

LINE COUNT: 1168 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
LI 6 ANSWER 11 OF 2 6 USPATFULL on STN 

TI Method to provide for production of hair coloring pigments in hair 

follicles 

AB The present invention describes a method for targeted and specific 

delivery of beneficial compounds, including hair dyes, melanin, 
proteins, and nucleic acids for gene therapy, to hair follicle cells 
using liposomes encapsulating the beneficial compound. Particularly 
preferred methods describe delivery of hair dyes, melanin or tyrosinase 
to the hair follicle for the purpose of improving hair color or 
condition, the delivery of compounds which prevent alopecia or stimulate 
hair growth, either by encapsulating a compound in liposomes, or by 
encapsulating a nucleic acid capable of expressing a protein in 
liposomes. Also described are liposome compositions for practicing the 
methods . 
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TI Phage bonded to a nuclear location signal 

AB A .lambda, phage with a nuclear localization signal has been obtained by 

constructing a vector capable of expressing a fused protein between a 
gpD protein constituting the head of a .lambda, phage and a nuclear 
localization signal sequence, transforming Escherichia coli with this 
vector, and propagating a mutant .lambda, phage which cannot express the 
gpD protein in E. coli in this transf ormant . It has been confirmed that 
the resulting .lambda, phage is capable of packaging .lambda, phage DNAs 
of 80% and 100% genome sizes. After further confirming that the nuclear 
localization signal exposed on the outside of the head of this phage, 
this phage has been microinj ected into cells to analyze its nuclear 
localization activity. Thus, it has been clarified that this phage has a 



nuclear localization activity. 
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L16 ANSWER 13 OF 2 6 USPATFULL on STN 

TI Method for delivering beneficial compositions to hair follicles 

AB The present invention is directed to introduce a replacement pigment 

into the hair shaft through the hair follicle using a formulation of a 

replacement pigment in a liposomal composition. 
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L16 ANSWER 14 OF 26 US PAT FULL on STN 

TI Induction of cytotoxic T- lymphocyte responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 
animal. The method includes the steps of providing the antigen to which 
the CTL response is desired and providing a microf luidized antigen 
formulation which comprises, consists, or consists essentially of two or 
more of a stabilizing detergent, a micelle-forming agent, and an oil. 
This antigen formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 
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L16 ANSWER 15 OF 26 US PATFULL on STN 

TI Method to provide for production of hair coloring pigments in hair 

follicles 

AB The present invention provides a method to specifically target hair 

follicles with formulations which effect the production of hair coloring 
pigments in the follicle. Liposomal formulations for this purpose are 
disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L16 ANSWER 16 OF 26 US PAT FULL on STN 

TI* Methods to deliver macromolecules to hair follicles 

AB The invention provides methods to deliver macromolecules to hair 

follicles selectively using formulations of these macromolecules in 

liposomal separations . 
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TI Lipidic vector for nucleic acid delivery 

AB A simple, rapid method for creating a lipidic vector for delivery of a 

therapeutic molecule entails bringing the molecule into contact with a 
polycation, thereby forming a complex, and then mixing the complex with 
an anionic lipidic preparation. Tissue-specific targeting peptides, 
fusogenic peptides and nucleus-targeting peptides also can be added to 
the lipid preparation. The result is a stable lipidic vector of reduced 
immunogenicity and cytotoxicity. The vector also displays enhanced 
transfection activity. 
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TI Method to deliver compositions conferring resistance to alopecia to hair 

follicles 

AB The invention describes a method to deliver a composition selectively to 

hair follicles using a liposomal formulation. Proteins which are cell 
cycle inhibitors are products of the multi-drug resistance gene or the 
recombinant materials for their production are targeted to hair 
follicles by encapsulating them in liposomes. 
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TI Induction of cytotoxic T- lymphocyte responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 
animal . The method includes the steps of providing the antigen to which 
the CTL response is desired and providing an antigen formulation which 
comprises, consists, or consists essentially of two or more of a 
stabilizing detergent, a micelle-forming agent, and an oil. This antigen 
formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 
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TI Induction of cytotoxic T- lymphocyte responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 
animal. The method includes the steps of providing the antigen to which 
the CTL response is desired and providing an antigen formulation which 
comprises, consists, or consists essentially of two or more of a 
stabilizing detergent, a micelle-forming agent, and an oil. This antigen 
formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 
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LI 6 ANSWER 21 OF 2 6 US PAT FULL on STN 

TI Intracellular delivery of macromolecules 

AB An improved liposome and related methods for using the liposome to 

facilitate the delivery of an extracellular agent to the cytoplasm of a 
target cell are provided. The improved liposomes include a phagosomal 
membrane permeabilizer , such as a hemolysin. 
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TI Induction of cytotoxic T- lymphocyte responses 

AB Methods and compositions useful for inducing a cytotoxic T lymphocyte 

response (CTL) in a human or domesticated or agriculturally important 



animal. The method includes the steps of providing the antigen to which 
the CTL response is desired and providing an antigen formulation which 
comprises, consists, or consists essentially of two or more of a 
stabilizing detergent, a micelle-forming agent, and an oil. This antigen 
formulation is preferably lacking in an immunostimulating 
peptide component, or has sufficiently low levels of such a 
component that the desired CTL response is not diminished. This 
formulation is provided as a stable oil-in-water emulsion. 
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L16 ANSWER 23 OF 26 EMBASE COPYRIGHT 2003 ELSEVIER INC. ALL RIGHTS RESERVED . 
on STN 

TI Pharmaco attributes of dioleoylphosphatidylethanolamine/ 

cholesterylhemisuccinate liposomes containing different types of cleavable 

lipopolymers . . 
AB Various amounts of one of three different types of cleavable met hoxy 

polyethylene glycol (mPEG) -phospholipids or of a non-cleavable counterpart 

(mPEG-DSPE) were included into pH-sensitive 

liposome formulations containing dioleoylphosphatidylethanolamine 
(DOPE) and cholesterylhemisuccinate { CHEMS ) at a 6:4 molar ratio, and the 
effect on plasma clearance and contents release rates was determined. The 
cleavable lipopolymers were all based on a distearoylphosphatidyl lipid 
anchor, which was linked to mPEG via dithiodipropionateaminoethanol 
(mPEG-DTP-DSPE) , dithio- 3 -hexanol (mPEG-DTH-DSPA) , or Gly-Phe -Leu-Gly- 
aminoethanol (mPEG-GFLG-DSPE) linkers. In contrast to the first-generation 
thiolytically cleavable lipopolymer, mPEG-DTP-DSPE , the second generation 
conjugates contained a hindered disulfide or enzymatically cleavable 
tetrapeptide , respectively, as the points of scission. In the absence of 
mPEG- lipid, DOPE/CHEMS liposomes had rapid clearance half -lives. As the ' 
mol% of mPEG-lipid in the liposomes increased, the rate of clearance of 
DOPE/CHEMS liposomes in mice decreased. Zeta-potential measurements showed 
that decreased clearance was correlated with a decrease in the apparent 
surface charge of the liposomes, which approached neutrality as the 
content of mPEG-lipids increased to above 15mol% . At these levels, 
liposomes containing mPEG-DTP-DSPE were cleared from blood circulation 
faster than liposomes containing other, less vulnerable lipopolymers. 
Liposomes with the peptide- linked lipopolymer exhibited the 
slowest clearance. The presence of either cleavable or non-cleavable 
mPEG-lipids at concentrations of 5mol% or higher in the DOPE/CHEMS 
liposomes inhibited the release of doxorubicin from these liposomes in 
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nodes. In mice immunized with the H-2K(b) CTL epitope encapsulated 
pH-sensitive liposomes, peptide-specif ic CTL response was 
detected at day 3 . The response was strongly augmented by the second 
immunization and persisted up to at least 45 days. These results suggest 
that pH-sensitive liposome formula functions 

as a potential adjuvant of peptide antigens and is useful for 

the induction of antigen specific CTLsv in vivo . .COPYRGT. 2002 Elsevier 
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NOVELTY - Peptide antigens (1 to V) derived from X protein of 

hepatitis B virus (HBV) recognized by cytotoxic T lymphocytes (CTL)' are 



DETAILED DESCRIPTION - Peptide antigens (I to V) derived 
from X protein of HBV recognized by CTL to show cytotoxicity against HBV 
have the following sequences: 

HLSLRGLFV (I) ; 

VHLKRTLGL (II) ; 

AMSTTDLEA (III); 
CLFKDWEEL (IV) ; 

EIRLKVFVL (V) . 

An INDEPENDENT CLAIM is also included for a pH- 
sensitive liposome comprising peptide 

antigens, which is prepared by mixing phospholipid and one or more 
peptides derived from HBV X protein as above in a molar ratio of 5:1 to 
25:1. 

ACTIVITY - Cytotoxic; Immunoprotective ; Cytostatic; Antiviral. 

MECHANISM OF ACTION - Hepatitis B Viral Antigens. 

USE - The peptide antigens derived from HBV X protein are 
useful for inducing CTLs against the virus or inducing immunological 
tolerance to the virus. pH-sensitive liposomes containing the 
peptide antigens are used to induce cellular immunity so that CTLs 
specific to the virus can be produced. This is useful for prevention and 
treatment of HBV-associated diseases, especially HBV-associated liver 
cancer. 

ADVANTAGE - pH-sensitive liposomes permit the selective 
transportation of anti-cancer drugs. 
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Improved vaccine for treating cancer, infectious disease and auto -immune 

disease - comprises encapsulated antigen and immuno -modulator , and uses 

pH-sensitive liposome ( s ) . 

1998-437175 [37] WPIDS 

WO 9833520 A UPAB : 19980916 

An improved vaccine composition (I), which increases the immunological 
activity of (I), comprises: at least 1 antigen which elicits an immune 
response (IR) ; at least 1 immunomodulator (IMM) for increasing the size 
and frequency of the induced IR, and a carrier for delivering the antigen 
into the endocytic pathway of antigen processing and presentation of 
antigen-presenting cells (APCs) , so that the antigen is presented on the . 
cell surface of an APC together with a class I histocompatibility (HLA) 
molecule, when administration to a human, such that the antigen induces a 
CD8+ T-cell response, (I) is a slow- release vehicle which can deliver both 
the antigen and the IMM to immune cells. Also new is an assay for 
determining whether a CD8 + T-cell response to a target antigen has 
occurred in a subject, by: (a) coating a PDVF (polyvinylidene fluoride) 
membrane surface with anticytokine antibodies; (b) pretreating target 
cells with an agent, such as interferon gamma , for 2 days, which 
upregulates the expression of HLA class I antigen on the surface of the 
target cells to increase the amount of antigen (s) they present; .(c) 
adding to the membrane target cells which carry the target antigen on 
their surfaces to produce a suspension; (d) obtaining a sample of 
peripheral blood cells from the subject and depleting the sample of 
monocytes to provide effector cells; (e) adding about 500000 effector 
cells to the suspension to obtain a test sample; (f) adding antibodies 
(Abs) which block class II HLA molecules to (e) ; (g) adding to (f ) Abs 
which bind to CD 4 or CD 8 cell surface antigens; (h) preparing the 
blocking Abs used in. (f) and (g) by dialysis to minimise denaturation and 
to remove contaminating impurities, and thus improve the activity of the 
Abs; (i) adding to the test sample 10-20 nM test antigen or 
peptide, which remain in the sample for the duration of the assay ; 
(j) incubating the test samples to allow any CD8 + T-cells in the sample, 
which recognise the antigen to respond by secreting cytokine, and (k) 
measuring the number of CD8+ T-cells recognising antigen by counting the 



cells which produced cytokine in all of the test samples and subtracting 
the number of cytokine -producing cells in those test samples to which Abs 
of step (f) were added from test samples conducted in the absence of Abs. 

The carrier is a virosome, a pH-sensitive 
liposome or a liposome containing lipophylic polylysine, which is 
encapsulates the antigen and at least 1 I MM . The carrier is a 
chloroform-free pH-sensitive liposome 

comprising DOPE (dioleoylphosphatidyl ethanolamine) and CHEMS (cholesteryl 
hemisuccinate) which are formed at a pH of 8.5-9.5. The liposomes are 
formed at the highest concentration of lipid possible, to maximise the 
amount of antigens and IMMs that can be encapsulated. The carrier may be a 
particulate bead made of glass, iron, biodegradable polymer, or other 
material . 

USE - (I) is used for preventing or treating melanoma or cancers such 
as breast, lung, colon, prostate, stomach, gastro-intestinal tract, brain, 
ovary, blood cell cancer and so on. (I) is used in the prevention and 
treatment of infectious diseases, such as those caused by bacteria, fungi, 
viruses, mycoplasma, prions and other agents. Autoimmune diseases are 
treated with (I) which inhibits or blocks the autoimmune process. 
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TITLE: Peptides for inducing cytotoxic T lymphocyte responses to hepatitis B virus 



Brief Summary Text (13): 

Compositions are provided which comprise a peptide of the invention formulated with 
an additional peptide, a liposome, an adjuvant and/or a pharmaceutically acceptable 
carrier. Thus, pharmaceutical compositions can be used in methods of treating acute 
HBV infection, particularly in an effort to prevent the infection from progressing 
to a chronic or carrier state. Methods for treating chronic HBV infection and HBV 
carrier states are also provided, where the pharmaceutical compositions are 
administered to infected individuals in amounts sufficient to stimulate 
immunogenically effective cytotoxic T cell responses against HBc epitopes. For 
treating these infections it may be particularly desirable to combine the peptides 
which induce MHC class I restricted cytotoxic T lymphocyte responses against HBV 
antigen with other peptides or proteins that induce immune response to other HBV 
antigens, such as HBsAg . To treat individuals with chronic or carrier state 
infections the compositions may be administered in repeated dosages over a 
prolonged period of time, as necessary, to resolve or substantially mitigate the 
infection and/or shedding of virus. 

Detailed Description Text (61): 

The peptides of the invention may also be administered via liposomes, which serve 
to target the peptides to a particular tissue, such as lymphoid tissue or HBV- 
infected hepatic cells. Liposomes can also be used to increase the half-life of the 
peptide composition. Liposomes useful, in the present invention include emulsions, 
foams, micelles, insoluble monolayers, liquid crystals, phospholipid dispersions, 
lamellar layers and the like. In these preparations the peptide to be delivered is 
incorporated as part of a liposome, alone or in conjunction with a molecule which 
binds to, e.g., a receptor, prevalent among lymphoid cells, such as monoclonal 
antibodies which bind to the CD45 antigen, or with other therapeutic or immunogenic 
compositions. Thus, liposomes filled with a desired peptide of the invention can be 
directed to the site of lymphoid or hepatic cells, where the liposomes then deliver 
the selected therapeutic/immunogenic peptide compositions. Liposomes for use in the 
invention are formed from standard vesicle-forming lipids, which generally include 
neutral and negatively charged phospholipids ' and a sterol, such as cholesterol. The 
selection of lipids is generally guided by consideration of, e.g., liposome size 
and stability of the liposomes in the blood stream. A variety of methods are 
available for preparing liposomes, as described in, e.g., Szoka et al., Ann. Rev. 
Biophys. Bioeng. 9:467 (1980), U.S. Pat. Nos . 4, 235, 871, 4 , 501 , 728 , ~4 , 837 , 028 , and 
5,019,369, incorporated herein by reference. For targeting to the immune cells, a 
ligand to be incorporated into the liposome can include, e.g., antibodies or 
fragments thereof specific for cell surface determinants of the desired immune 
system cells. A liposome suspension containing a peptide may be administered 
intravenously, locally, topically, etc. in a dose which varies according to, the 
mode of administration, the peptide being delivered, the stage of disease being 
treated, etc. 
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